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PATENT 
PC7250AMEB 

T W THE UNITED STATES PATENT AND TRADEMARK OFFICE 



IN RE APPLICATION OF: : EXAMINER: 

DOUGLAS J. X. ALLEN EX AL. 
CONTINUATION OF: 
SERIAL NO.: 07/449,961 : ART UNIT: 

FILED: DECEMBER 21, 1992 
FOR: AZITHROMYCIN DI HYDRATE 

Hon. Commissioner of patents and Trademarks 
Washington, D.C 20231 



RECEIVED 

CENTRAL FAX CENTER 

SEP 0 6 2005 



1 hereby certify that this 
correspondence is being 
de;wted with the United States 
Postal Service as First Oass mail 
in ar« enveJooe addressed toe 
Commissioner of Patents and 
trademark?. Washi nfltpft. D.C. 
f23 lathis ^fljj^Ldevof 




sir: 

DECLARATI ON UNDER 37 C.F.R. S 1.132 By 

X, Helen R. Hangac, declare that: 

1. I received a Ph.D. degree in Analytical chemistry 
from Duke university in 1982. 

2. I have been employed by Pfizer Inc, assignee of 
the above-identified application, in the Analytical 
Research and Development Department at Croton, Connecticut 
since 1982. My current position is that of project leader 
in which I am responsible for analytical procedures 
performed on experimental pharmaceuticals, including 
azithromycin. 

3.. I am familiar with the subject matter of the 
above-identified application. 

4. A series of experiments were performed under my 
direction by Near Infrared spectroscopy and X-ray Powder 
Diffraction to determine if significant amounts of 
azithromycin dihydrate (Type A) were present in 
azithromycin (Type 6) a hygroscopic monohydrate. The 
azithromycin (Type B) lots examined/used in the studies 
are listed in Table 1. The azithromycin (Type B) lots 
utilized in the experiments were manufactured using three 
different crystallizing solvent systems, i.e., 
ethanol/ water, acetone/chloroform, and acetone. All lots 
of azithromycin (Type B) listed in Table 1 have been shown 
to be equivalent using infrared spectrometry, and/or X-ray 
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diffraction end are equivalent to the original sample 
described by Bright in 0.S. Patent 4,474,768. 



A2ITHR0MY* 

TU >]] 
A*1 ft • 


UN TYPE B LOTS EXAMINED/USED 
EAR IR AND X-RAY STUDIES 




TYPE 


SOLVENT SYSTEM 


« no 91 AT 


TYPE B 


ACETONE/ CHLOROFORM 


435108O 


TYPE B 


ACETONE /CHLOROFORM 


1039117 


TYPE B 


ACETONE/CHLOROFORM 


4101026 


TYPE B 


ETHANOL/WATER 


| 13,577-209-lF 


TYPE B 


ETHANOL/WATER 


4101036 


TYPE B 


ACETONE/CHLOROFORM 


17,419-216-3 


TYPE B 


ACETONE 


11,660-18-1' 


TYPE B 


ETHANOL/WATER 


'sample referenced in Bright, U.S. Patent 
4,474,768, Example 3. 



5. J further declare that all statements made herein 
of my own knowledge are true and that all statements made 
on information and belief are believed to be true; and 
further that these statements were made with the knowledge 
that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 
1001 of Title 18 of the United states Code and that such 
willful false statements may jeopardize the validity of the 
application or any patent issuing thereon* 

— Date Helen H. Harigac 

U*«It?2MArtA>»tEB 
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BEST AVAILABLE 0°^" 



PATENT 
PC7250MEB 



a T1 , r ptsEB SI fl££§ * MD QPFIC B 

l EXAMINER: J. BROWN 



IN RE APPLICATION OF: 

DOUGLAS J. M. ALLEN. BT AL. 
SERIAL NO.: 07/449,9*1 
PILED: DECEMBER 11, 1989 

por: azithromycin dihydratb 



RECEIVED 

CENTRAL RAX CENTER 

SEP 0 6 2005 



ART UNIT: 183^ 



jSTWsaionor oi* ; u,»u «i Brines 
Saehington, D.c. 30331 ' ^r^JT^*" - 

1 George A. Forcier, declare that: 

j. i received a Ph.D. degree in Analytical Chemistry 
from the University of Massachusetts in 1966. . 

2 i have been employed by Pfizer Ino, the assx 9 nee of 
the above-identified plication since 1966. My current 

< t io» is that of Group Director, Analytical Research and 
position is that p responsibility is the 

Development Department* Part ox »y * *~ 
r^on and direction of analytical P «ce*.«. performed 
™^eri«*ntal pharmaceuticals, including azithromycin. 

T I am f a-Uiir vit* the «b}ect matter of the apov*- 

identified application. „ hV sicaI 

4 x an familiar with the impact <* ic * tte 
end chemical properties of „p«ri»eW.l dr«,s have on the 
^««™ercial potential of the product. 

r. z*,—***. - »» hro ^ cin dih,aMte . 

' * fTvoe ft) »»a eaithromyein -monohydrate" (Type B) vere 
■ S^d onder my diction and supervision. 
U**~te- U a canine -lid th,t~ £ 

* 7"-. P. 7 of the above-identified applicatidn 
carreetly describes the hyeroaeopic behavior 
aihydr.ti at relative humidity of 13%, 33*. 75* and mm. 
Z experiment was done unoar ay direotlon and euper™ i n. 

, preparation 1, P- » =' above-identxf led 

aK>1 ieation correctly deeerib.. the hyeroaeopic behave of 



PAMimVDAT9«IMl:31:WPM|&^Daj^ 
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. ^hvdrate at relative humidities ct 19%, 33%. 

' ul fact that azithromycin dihyorate Baintalaed the 
" "tint t « -tent - the W «•«> * ' 
r3ST7« «- 75* over . , da, period. » ' 
h^ties 01 , Mreasrf w , ter content rro» Uie theoretical 

• SrJSTJTS M * r.X.ti« honidit, and at 

^ i,ti« h»idity. cOTparln9 ^ tel tlve • ■ 

Lnleity .« a Jthrcyein dlhydr.te and »onohydr.te v... 
hygroscopicity ' <*i taction. TWO lot* of 

^ a-tT^ water then the derate » 
shown in the table below. 




wvcROSCOPICITY oy .MlTHR01«ClH 
5? 75% fcEIATIVE HUMIDITY 
' ' Weight ' ■ 



48 



70 



Monohydrate pihydrate* 
Lot 209-1F I 



OeOO 



0.94 




1.04 



1.28 



1.26 



1.25 



+ 0.06 



and close* 

hy9Ie5 c=picity U an important advantage in 

. , ~a,^+ Hvaroscopic azithromycin (Type B) 
a pharmaceutical product Hyaro-op^ mty ano 

has poor handling P^^es s-^ P ^ ^ 

adhesiveness to equipment surfaces, and 
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— - BEST AVAILABLE WfT 

■ -5- . * " ■ 

t.r content changes dorlng processing end etorege »t 
V ,^ent cenditione. oration of evan ..all aneunts of veter 
„»ln L«s foliation difficult or beeaoe. * 

^ee. poor handling properties and an Inability to place . 
Constant aeount of active ingredient In each tablet or 

ea?M !" The lecx of hygroseopicity of ealthroeycln 
dihydrete an iwortwt coneidaration in e.l^ln 9 tbi. . . 

_-.. r ial for eenoereielitatton. . ' 

1* I further deolar. thet all etetcent. »ed. herein . 
of „ ovn *n«l.d»l are tree end thet M eteteMnt. «de on - 
^tion end belief ere believed to be tree; . 
{£ thee, statute vere mad. vlth tb. knowledge that 
^ttful falsa state«nt. and the lib. we*. »«. pnnish.be 
f n. or iopri.o,»ent. or both, under Section 1001 of Title 

" rt «.„t. ..V i~P«dl.. the validity of the application or 
.ny patent issuing thereon. • _^ - 

W*Ji : tt. lit* Jy^'Sg* 

r* • _ i / - George A. Forcier- 



Date: 
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